Tumorcells mayinteract with extracellular matrices (ECM) such as laminin, fibronectin and collagen type IV, at a variety of stages in the metastatic cascade1'2). Some low molecular weight inhibitors of cell adhesion which reduce experimental and/or spontaneous lung metastases have been reported3~5).
adhesion to components of ECM,namedcytostatin from Streptomyces sp. MJ654-NF4and we showed that it has inhibitory activity against experimental lung metastases of B16-F10 melanoma cells6).
In this paper, we report the inhibitory effect of cytostatin on spontaneous metastases of B16-BL6 melanoma cells.
The spontaneous lung metastases were assessed as follows: B16-BL6 melanoma cells were maintained by serial cultures and 1 x 106 cells were inoculated into mice (BDFi female 5~6 weeks old) sc into the left hind footpad. Cytostatin was administered ip on various schedules before or after excision of primary tumor as indicated in Table 1 . Primary tumors were surgically removed on day 20 and mice were sacrificed on day 16 after the excision. Lungs were removed and fixed with MeOH, and the metastatic foci were counted under a dissection microscope.
As shownin Table 1 , cytostatin reduced the number of metastatic foci in comparison to untreated controls. 
